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Compounds of the formula I 



13^ 



PCT/EPOO/08833 




in which 



A is a bridae of the formula 



10 



is hydrogen, alkyl \ alkenyl , alkynyl, cycloalkyl, 
cycloalkenyl , cycloaikylalkyl , aryl, alkylaryl or 
arylalkyl, where the organic radicals may be 
15 substituted by one or mpre substituents , 

is, independently of A alkyl, alkenyl, alkynyl, 
cycloalkyl, cycloalkenyl ,\ cycloalkylalkyl , aryl, 
alkylaryl or arylalkyl, where the organic radicals 
20 may be substituted by one or\more substituents , 

and may, together with the nitrogen atom bearing 
them, form a 3-8-membered \ ring which may 
optionally contain 0, 1 or 2 further heteroatoms 
25 from the series N, O, S and whi^ch is optionally 

substituted by one or more radicali 
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is hydrogen, -CO-alkyl, -CO-alkylaryl or -CO-aryl, 

is alkyl, alkenyl, alkynyl, cycloalkyl, 
:ycloalkenyl , cycloalkylalkyl , aryl or alkylaryl, 
aWlalkyl, -CO-O-alkyl, -CO-O-aryl, -CO-alkyl 
-COr-aryl, where the organic radicals may be 
sxibs^ituted by one or more sixbstituents , 

R"" is, irMependently of R^, hydrogen, -CO-alkyl, 
-CO-alkyJsyaryl or -CO-aryl, 



is -F, -Oi\ -O- (Ci-Cio) -alkyl , -O-phenyl, -0-CO- 
(Ci-Cio) -alkyry -O-CO-aryl, -NR^R^, oxo, phenyl, 

-CF3, -CN, -CONR^R^, -COOH, 
-CO-O-aryl, -S(0)n- (C1-C5) - 

alkyl , - SO2 -NR®R^ ,^ 



-CO- (C1-C5) -alkvl, 
-CO-O- (C1-C5) -alkyl. 



R' has, independently of R^, one of the meanings of 

R® is hydrogen or alkyl, 

R^ is hydrogen, alkyl or aryl, 

in all its stereoisomeric and ta;^tomeric forms and 
mixtures thereof in all ratios, and i^tis physiologically 
acceptable salts, hydrates and esters. 

2. Compounds of the formula I as claimed Vn claim 1, in 
which 

R^ is hydrogen, (Ci-Cio) -alkyl , (Ca-Cs) -cVcloalkyl , 
cycloalkylalkyl, aryl or (C1-C3) -alkyl\ryl or 
arylalkyl, where the alkyl radicals m^y be 
substituted by one or more substituents R^, 



is, independently of R^, (Ci-Cio) -alkyl , (Ca-Q 
cycloalkyl, cycloalkylalkyl, aryl or (Ci-Ca)^ 
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Lkylaryl, where the alkyl radicals may be 
substituted by one or more substituents R^, 

R^ and R^Vnay, together with the nitrogen atom bearing 
them, forn\ a 3-8-membered ring which may optionally 
contain 0, 1l or 2 further heteroatoms from the series 
N, O, S and Miich is optionally substituted by one or 
more R^ radica]\ 



10 R"* is \hydrogen, -CO- (C1-C7) -alkyl , 

-CO- (C1-C3) -alkylaryl or -CO-aryl, 



15 



R^ is (Ci-Cio) -alk^l, 
-CO-O- (C1-C5) -alkyl, 
or - CO - ary 1 , whe r€ 
substituted by one 



aryl or (C1-C3) -alkylaryl , 
-CO-O-aryl, -CO- (C1-C5) -alkyl 
the alkyl radicals may be 
more substituents R^, 



20 



25 



has, independently of , one of the meanings of 

R^ 

is -F, -OH, -O- (Ci-Cio) -al^yl, -O-phenyl, -O-CO- 
(Ci-Cio) -alkyl, -0-CO-aryl, \-NR°R^, oxo, phenyl, 
-CO- (C1-C5) -alkyl, -CF3, -c: 

-CO-O- (C1-C5) -alkyl, -C0-0-ar5;l, -S (O) „- (C1-C5) - 
alkyl, -S02-NR^R^, 

has, independently of R^, one of \he meanings of 



30 R^ is hydrogen or (C1-C5) -alkyl , 

R^ is hydrogen, (C1-C5) -alkyl or phenyl, 

aryl is phenyl, naphthyl or heteroaryl, all o A which 
35 may be substituted by one or more identical or 

different substituents from the series haloWen, 
(C1-C5) -alkyl or phenyl, -OH, -O- (C1-C5) -alkyl , 0 
C2) -alkylenedioxy, -N®R^, -NO2, -CO- (C1-C5) -alky 
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^Fa, -CN, -CONR^R^ -COOH, -CO-O- (C1-C5) -alkyl , 
-X(0)n- (C1-C5) -alkyl, -S02-NR®R^, 

heteroarjW. is a 5 - to 7 -membered unsaturated 
heteripcycle which contains one or more heteroatoms 
from CTie series O, N, S, 



n 



is 0, 1 2, 



10 in all its s\ereoisomeric and tautomeric forms and 
mixtures thereof in all ratios and its physiologically 
acceptable salts A hydrates and esters, 

3. Compound of the\formula I as claimed in claim 1, in 
15 which 



R^ is hydrogen, (02-^4) -alkyl which may be substituted 
by one or more\ substituents R^, or (C1-C2) 
alkylaryl , 

R^ is (C2-C4) -alkyl whicA may be substituted by one or 
more substituents R^, \pr cyclohexylmethyl or (Ci- 
C2) -alkylaryl. 



20 



25 or R"*" and R^ form, together \ with the nitrogen atom 
bearing them, a 5-7-membered\ ring which optionally 
contains no or another heteroator^i from the series N, O, 

30 R^ is hydrogen, -CO- (C1-C3) -alkyl \r -CO-aryl, 

R^ is aryl, (C1-C5) -alkyl or -CO-O-aVyl, each of which 
may be substituted by one or more^substituents R^, 



35 R^ 



is hydrogen. 



is -OH, -O- (C1-C3) -alkyl, -NR®R^ or -CdtoH, 



r'^ is -OH, (Ci-Cio) -alkyloxy, phenoxy or oxc 
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a*- 



\ryl is phenyl, thienyl, furyl or pyridyl, each of 
which may be substituted by one or more 
substituents from the series (C1-C3) -alkyl , 
lalogen, {C1-C3) -alkyloxy and (C1-C2) - 

alkylenedioxy, and 

and R^Nhave the meanings stated in claim 1, 

10 in all its\ stereoisomeric and tautomeric forms and 
mixtures thereof in all ratios and its physiologically 
acceptable salt^te , hydrates and esters . 

4. Compounds of tn^ formula I as claimed in claim 1, in 
15 which 



R^ is arylmethyl and^ 

R^ is arylmethyl or cyc^hexylmethy 1 , 

or R^ and R^ form, togethe^ with the nitrogen atom 
bearing them, a pyrrol idineX piper idine, morpholine, 
dimethylmorpholine, thiomorpH^line, or N- (C1-C2) 
alkylpiperazine ring, 

R^ is hydrogen, 

R^ is alkyl or 1 , 2 -dihydroxypropyl , 



20 



25 



3 0 R^ is hydrogen, 



35 



R^ is -OH, -O- {C1-C3) -alkyl, -NR**R^ or -COOH 

r'' is -oh, decyloxy and phenoxy, 

aryl is phenyl which may be substituted by one orVnore 
substituents from the series (C1-C3) -alkyl, halogen 
and (C1-C3) -alkyloxy and (C1-C2) -alkylenedioxy , anc 
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and have the meanings stated in claim 



in all its stereoisomeric and tautomei/ic forms and 
mixtures thereof in all ratios and its /physiologically 
acceptable salts, hydrates and esters. 



10 



5. Compounds of the formula I as claimed in claim 1, 
which is a tetrahydropteridine in which R^ is aryl, (Ci- 
Cs) -alkyl or -CO-O-aryl, each/ of which may be 
substituted by one or more subst/tuents R^. 



6. Compounds of the formula /L as claimed in claim 1, 
which is a pteridine in whicll R^ and R^ are alkyl and/or 
aryl, or in which R"*" is hyc^ogen and R^ is cycloalkyl or 



15 cycloalkylalkyl , and in 
or -CO-O-aryl, each of 
or more substituents R^> 



Lch R^ is aryl, (C1-C5) -alkyl 
lich may be substituted by one 



7. A pharmaceutical comprising a compound of the 
20 formula I as claimed in claim 1 in addition to 

conventional excipients and additives and optionally 
further active ijagredients . 

8. A pharmacfsutical as claimed in claim 7 for the 
25 therapy and prophylaxis of strokes, pathological falls 

in blood pi^ssure, in particular in septic shock and in 
cancer tl^erapy with cytokines, ulcerative colitis, 
transplaiit rejection reactions, nephritis, reperfusion 
damage,/ infarct damage, cardiomyopathy, Alzheimer's 
30 diseasfe, epilepsy, migraine and neuritis of varying 
etio^enesis . 



35 



9/ A pharmaceutical as claimed in claim 7 as inhibitor 
NO synthase. 

10. The use of the ph^^aceutical as clc 

purposes . 
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A process for preparing a compound of the formula I 
a^ claimed in claim 1, by reacting a compound of the 
formula II 



K 

NH2 Vn" NH2 




(II) 



with a compound VDf the formula III 



(III) 



to give a compound of\the formula IV 



NH2 "N' 'NH2 



15 and converting the latter by 
into a compound of the formula V 



ic hydrogenation 



R1 



i 



I 



NH2 """n""^ "^NH2 



20 which is reacted with a compound of the formula 
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R4 
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to give a compound of the forjmila I, which can be 
converted by suitable dervvatization, preferably 
acylation, into the desired yCompound of the formula I 
or its physiologically acceptable salts, hydrates, 
esters and adducts, and jnx which the substituents have 
the meanings stated in ^laims 1 to 3 



12 • A compound of tifie formula V 

R1/ R2 

I 

NH2 ""N ^NH2 



(V). 



